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I UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
\// :
SUBJECT: ppy 5G1562/FAP# S5HS066: Tebuthiuron (EL-103) PATE:

in sugarcane at 0.1 ppm (negligible residues)
and in sugarcane molasses, syrup and bagasse at
0.3 ppm; proposal for temporary tolerances.
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Petiticner: Elanco Products Co,
Indianapolis, Indiana
Related Petiticns; MNcne - new chemical
TAXICOIOGICAL REVIEW
1. Acute Toxicity
Toxicity data submitted in surport of a non-agricultural re-
-gistraticn (1471-EXP) were reviewed by B. Jaecer, 11,/7/74 and are
hers summarized:
Acute Oral
Technical, Mcuse (M) LD50 542-379 mg/kg
‘ (F) 1Ds50 528-520 mg/kg
Technical, Rat - (M) 1LDsg 720 mg/kg
(F) ILDs50 596-62€ mg/kg
Technical, Rabbit 1D50 286 mg/kg
Technical, Cat IDsg >200 mg/kg (largest cdcse tested)

Technical, Dog ID50 >500 mg/kg (largest dcse tested)

Technical, Chicken 1Ds50 >500 mg/kg (largest decse tested)

-80 WP, Rat (F) 1IDsQ 632 mg/kg
(1) IDsp 900 mg/kg
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PP# 5G1562: — Sugarcare at 0.1 ppm (negligible residues) tebuthiuren.

Toxicity data in registration jacket #1471-97 Spike 80W by re-

ference to this petiticn support the proposed temporary tolerance

of 0.1 ppm {regligible residues) tebuthiuron Eer se in sugarcare.

We therefore recammend that it be established. CB have concluded that
there may be a problem with metcbolites but that this level is ace-
quate for the parent carpound per se (review of A, Smith, 1/31/75).

FAP# 5HS5066: ~ 0.3 ppr in sugarcane molasses, syrup ané bagasse..

There are insufficient toxicity data to permit this ncn-negligi:ie
resicdue level in these food itams., CB have also concluded that
there are insufficient residue data as <o the potential metaboli<es,
Vie cannot therefore draw any conclusions as tc the safety of the
prcposed to'erances until CB can make an estimate as to how much

of a tolerance is needed.

Petiticner shculd be infcrmed at this time tha* he will need lcre~
term studies In order to support non-necligible residue tolerarces.

Dermal Texicizs

Technical, Razbit
80 WP, Rakbiz

Inhalaticn Texdcity

80 WP, Rat

o

Eye Irritatico
Technical, Razzit

80 WP, Rabbit

IDs50 >200 mg/kg (largest dose tes<ted)

IDgg >5C0 mz/ke (largest dose tesz=d).

IDsp >8.258 mg/1 of air {iarcest ccse
tested=—rzats had cGi-ocror-
Tinorrhea and chroedac-
rrorrhea while in chamber)

Mo irritation ncted in cormeal mectranes.
or in folids of the iris.

Irritaticn continued to palpebral con-
juctival cenbrare with slight hyperemia,
chemosis, and discharge,
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2. Subacute Toxicity Data’
(Submitted in support of registration # 1471-97, Spike *80wW),
A. 3 Menth rat Feeding Study (#R-491)
Methcods:

Harlan rats (28 - 35 Gm) were randomized into four
groups of 10 male and 10 females each and were offered diets
containing 0, 400, 1000 or 2500 ppm EL~103 fcr three months.
Animals were monitored for appearance, behavicr, food intake,
body weights, focd efficiency utilizaticn and mortality. Eye
were examined initially and at terminaticn. Blood zarples
were obrained terminally and Hct., Hb., REC's, total and dif-
ferential leukccytes, prothrombin times; BN, Gluccse, SGPT
were determined. )

’ Histocpathological examination wae performed cn the
: follewing tissues and organs: (*) weights cttained
i liver* heart*
tidney* spleen*
thyroid* . adrerals*
gonads* prostate*
uterug* larce qut
stall cqut lungs
lymph noca mammery cl.
pancreas salivary <1,
stamach . muscle
thyvmus urinary bladder
Resuits:
High dose males and females camonstrated decreased bocy weights;

increased liver, kidney and genad weight ratios; males showed
in addition increased ratios for spleen and prostzte gland.
There was a suggestion of thyroid hypertrophy in the middle dose
maies and females, but rnot in the high dose-animals.

Clinical chemistry findings were not altered at ary level by
treatment. ) .

Adverse histopathological findings were confired to the acpearance.
of a vacwolization of the acinar cells of the pancreas at the
2500 ppm level, .
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Conclusicns:

The 30 day rat feeding NEL is 1000 ppm EZ~103 based on systemic
-effects of altered organ/body weight ratios and the anpearance of
adverse histopathology of the pancreas in hich dose animals.

B: Dog 90 day feeding study (D-398-71)
Methods: .

Pure-bred Beagle dogs were. divided into Zour grovps of two fe-
males and two males each and *ere offered diets centaining 0, 500,
1000 or 2500 pom EL~103 for 3 months (90 days). The animals were
observed for appearance, behavior, food consimrption and body weicht
initially ard at suitable intervals thereafter.. Ophthalmoscopic
examinaticrn of the eyes was done initially ard a terminaticn. Blood
samples were cbtained initially and at 1, 2 znd 4 wesks and at men-
thly intervals thereafter. These were examired for calcium, inor-
ganic phoscharus, glucose, BUN, Cholestervl, total protein, albumin,
total bilirubin, Alk, Ph., IDH, and SGO?. In addition, Hb., Get.,
REC's total and differential leukocytes, reticulocytes, clotting

_time, pia-elets, sed rate and prothrambin tires were cetermined,

Gross and Ticroscepic histopathology was performed and the following
organs ard tissues were examined: (*)m weights cbtained.

liver* kidnev*

heart* spleen*

gcnads* adrenals*
thyroid* brain

TArToWw large and small gqut
gall bladder lungs )
lymph nodes mammary gi.
pancreas putuitary
salivary cl. stomach

muscle thymus
bladder * prostate/uterus

Urine samples vere cbtained and examined for sugar, pH, protein,

blood and Sp. Gr.

Results:

Anorexda was noted espécially

in the high-<ose animals, leading

to-same weicht loss. There was no mortality. Behavior, and
appearance were unremarkable at all test levels, No abnormalities
were seen in the hematological or urinalyses studies.
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Clinical chemistry findings indicated increased BUN in the
2000 ppm females; in additicn, this group exhibited increasing™:
levels for Alkaline phosphatase, up to four-fold over that cf
controls. Levels of this parameter had returned to normal at

the terminal sampling. The

2000 ppm males likewise demonstrated

this finding, There were no urinary abnormalities.

1000 ppm females and males demonstrated increased thyroid/body
weight ratios and the 2000 ppm females also siowed increased spleen

ratio,

Histopatheological findings were negative for adverse effact

of EI~103.,

Conclusions:

A

The systemic NEL for feeding of EI~103 to dogs for three mer=hs is

consicdered to be 500 ppm on

the basis of increased thyroié rztiocs,

increased Alkaline phosphatase values and increased BEUN in tsst

animals,

C. Rat Teratology Study (R-632)

Yethods:

Pregnant Harlen rats were offered diets containing 0, 602, 1200
or 1800 ppm EI~103 during gestation days €6-15. Pups were cc=zired
oy Ceasarian section and were examined for weight, sex dist_:cution,
er.-rnal visceral and skeletal ancmalies., U+ari and ovaries were

exe..ined for corpora lutea,
and litter size.

distributicn of fetuses, resorpticns

_ Approximately a third of the fetuses in each litter were fixed
in buoin's solution for visceral examination and the remaincer
were cleared for skeletal examination.

Results:

Abnormalities of samatic architechture were few in nurter and

low in severity and were no

t dose related. Body weights and cther

paramaters were not adversely affected.

Canclusicons:

EL~103 is not a teratog

en in rats at up to 1800 prm when civen in

the diet during days 6-15 of gestation,
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D, Metabolism of FI~-103

1. single oral dose in rats dcgs and rabbits - labeled
- material: evcreted in the urine almost exclusively

and virtually all within 72 hours,
2. Urinary metzbolites were identified (Table I) and

their distribution in the rat, dog and rabbit urine was

determined (Table II).
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- S¥ECIES DIFFERENCES IN THE EXCRETION OF URINARY METABOLITES
. ' \ .
~:) - FOLLOWING AN ORAL DOSE OF 1 €c-103 (19 MG/KG)
' RALIOACTIVITY (% IN URINE EXTRACT)Y
COMPOURD | ) —
EXCRETED . RAT RABBIT , DCG 1IcK
103 0.7 0.4 0.6
S . 5
METABOLITE A 0.2 0.1 . 2.9 Lé'\
10.9 15.2 k.9 ne
} c 6.1 28.8 15.0
‘ D 11.8 0.2 3.2
- E 15.0 22.8 Lo.2
¥ 36.7 20.4 k.4
G 8.5 6.8 9.2
H 10.1 . 5.3 9.6

»
The radfoactivity at the R_, value of the metabd
total redioactivity on the plate.

olite 1s expressed as a percentage of the
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